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DETAILED ACTION 

Applicant's amendment and remarks, filed on 2/4/2009, are acknowledged. Claims 3, 13, 
21, and 26 are amended. Claims 31-35 are added. Claims 1-35 are pending. Claims 4, 14-18, 
20, and 24-25 are withdrawn as being drawn to nonelected inventions. Claims 1-3, 5-13, 19, 21- 
23, and 26-35 are currently under examination. 

Objections Withdrawn 

The objection to the specification for the use of the trademark TWEEN is withdrawn in 
light of applicant's amendment thereto. 

New Claim Objections 

Claims 1, 10, 19, 26, 32, and 34 are objected to because of the following informalities: 
The genus name Treponema should be italicized. Appropriate correction is required. 

Claim Rejections Withdrawn 

The rejection of claim 13 under 35 U.S.C. 1 12, first paragraph, as failing to comply with 
the written description requirement, is withdrawn in light of applicant's amendment thereto. 

The rejection of claim 21, under 35 U.S.C. 1 12, second paragraph, as lacking antecedent 
basis for the limitation "the cardiolipin:lecithin:cholesterol" in lines 1-2, is withdrawn in light of 
applicant's amendment thereto. 

The rejection of claims 1-2, 5-6, 10-11, 19, and newly submitted claims 21 and 26 under 
35 U.S.C. 103(a) as being unpatentable over West et al. (Sex. Transm. Inf., 78:282-285, Aug. 
2002) in view of Egglestone et al. (Communicable Dis. Pub. Health, 3:15-162, 2000), is 
withdrawn in light of the declaration under 37 CFR 1.132, by Martin Kintrup, filed on 2/4/2009. 

The rejection of claims 1-3, 5-12, 19, and newly submitted claims 21-23 and 26-30, under 
35 U.S.C. 103(a) as being unpatentable over Zarakolu et al. (J. Clin. Microbiol, 40:3064-6065, 


Application/Control Number: 10/533,618 
Art Unit: 1645 


Page 3 


Aug. 2002) in view of Sambri et al. (Clin. Diag. Lab. Immunol, 8:534-539, 2001), is withdrawn 
in light of the declaration under 37 CFR 1.132, by Martin Kintrup, filed on 2/4/2009. 

Claim Rejections - 35 USC § 112 
The following is a quotation of the first paragraph of 35 U.S.C. 1 12: 

The specification shall contain a written description of the invention, and of the manner and process of making 
and using it, in such full, clear, concise, and exact terms as to enable any person skilled in the art to which it 
pertains, or with which it is most nearly connected, to make and use the same and shall set forth the best mode 
contemplated by the inventor of carrying out his invention. 

Claims 1-3, 5-13, 19, 21-23, and 26-35 are rejected under 35 U.S.C. 1 12, first paragraph, 
as failing to comply with the enablement requirement. The claim(s) contains subject matter 
which was not described in the specification in such a way as to enable one skilled in the art to 
which it pertains, or with which it is most nearly connected, to make and/or use the invention. 

Enablement is considered in view of the Wands factors (MPEP 2164.01(A)). These 
include: nature of the invention, breadth of the claims, guidance of the specification, the 
existence of working examples, state of the art, predictability of the art and the amount of 
experimentation necessary. 

In re Fisher, 427 F.2d 833, 839, 166 USPQ 18, 24 (CCPA 1970) states, "The amount of 
guidance or direction needed to enable the invention is inversely related to the amount of 
knowledge in the state of the art as well as the predictability in the art." "The "amount of 
guidance or direction" refers to that information in the application, as originally filed, that 
teaches exactly how to make or use the invention. The more that is known in the prior art about 
the nature of the invention, how to make, and how to use the invention, and the more predictable 
the art is, the less information needs to be explicitly stated in the specification. In contrast, if 
little is known in the prior art about the nature of the invention and the art is unpredictable, the 
specification would need more detail as to how to make and use the invention in order to be 
enabling" (MPEP 2164.03). The MPEP further states that physiological activity can be 
considered inherently unpredictable. Thus, Applicant assumes a certain burden in establishing 
that inventions involving physiological activity are enabled. All of the Wands factors have been 
considered with regard to the instant claims, with the most relevant factors discussed below. 
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Nature of the invention: The instant claims are drawn to carriers for diagnosis and/or 
follow up of a Treponema infection comprising at least one immobilized cardiolipin and at least 
one immobilized Treponema-spGcific antigen. 

Guidance of the specification/The existence of working examples: The specification 
contains a general discussion of the detection of mti-Treponema antibodies using cardiolipin and 
the Treponema pallidum antigens with the molecular weights of 47, 44.5, 37, 17, and 15 kD. 
The specification states that is was unexpected that one could immobilize cardiolipin on a solid 
carrier such that their reactivity with the antibodies of the patient's material is maintained 
because application to the solid carrier represents a high risk of destroying the epitopes. The 
specification describes preparation of the antigens and the test strip, stating that the cardiolipin 
was prepared in an ethanolic solution and both types of antigens were immobilized onto a 
nitrocellulose carrier by passive adsorption by applying drops of antigen solution. The strips 
were then incubated in a buffer with 0.383% TWEEN 20. When used for testing, the strips are 
incubated with buffer containing 0.383% TWEEN 20. 

State of the art: Assays are known in the art where separate immunoassays are used to 
detect antibodies against cardiolipin and various Treponema protein antigens. West et al. 
disclose two tests for the detection of syphilis, the RPR test and RST (see abstract). As 
evidenced by the RPR product information sheets from Omega Diagnostics (Omega Diagnostics 
Ltd., IMMUTREP RPR product sheet) and Becton, Dickinson, and Company (BD Macro-Vue 
RPR Card Tests), the RPR test is an agglutination test where VDRL antigen (cardiolipin, 
lecithin, and cholesterol) is immobilized on carbon particles (a carrier). The RST is a 
immunochromatographic strip test that contains the 47 kD Treponema pallidum antigen 
immobilized in a line on a test strip (carrier), as well as a control line (see page 282, column 1, 
paragraph 1 and page 282, column 2, paragraph 3). Zarakolu et al. disclose an 
immunochromatographic test strip where the 47 kD treponemal antigen has been immobilized in 
a thin line on nitrocellulose strips. The strips also contain a line of anti-human IgG to serve as a 
control (see page 3064, column 2, paragraph 2). 

According to the declaration, under 37 CFR 1.132, by Martin Kintrup, detergents are 
used to reduce nonspecific binding in immunoassays in order to achieve the sensitivity and 
specificity required for diagnostic tests. According to the declaration, cardiolipin molecules are 
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released from test strips by the presence of detergents such as TWEEN 20. The declaration 
states that using a TWEEN 20 concentration of 0.05%, the cardiolipin could not be detected on 
the test strips of the instant invention. Applicant submits immunoblots to support this assertion 
and has previously submitted immunoblots to show that a concentration as low as 0.01% is 
required for the cardiolipin to stay immobilized on the strip. The declaration also states that 
others in the art used techniques for immobilizing cardiolipin that are incompatible with protein 
antigens or nitrocellulose test strips. Applicant refers to WO 91/101138 which teaches 
"elaborate" techniques to allow lipids to withstand treatment with detergents. The declaration 
asserts that these methods would disrupt protein epitopes and would not allow binding to 
nitrocellulose membranes. The declaration also refers to the methods taught by Pedersen et al. 
and states that Pedersen used cthanol which would disrupt protein antigens. Finally, the 
declaration asserts that applicant required extensive experimentation to discover that the lipid 
antigen, protein antigen, and buffer influence each other and the sensitivity and specificity of the 
claimed test system and that it was surprising that cardiolipin antigenicity could be maintained at 
a level required for a diagnostic test while maintaining sensitive and selective reactivity of 
Treponema protein antigens on the same carrier because low detergent concentrations resulted in 
high, unspecific background reactions of the protein antigens while higher detergent 
concentrations solubilized lipid antigens from the carrier. 

Based on the assertions made in the declaration and the guidance in the specification, one 
of skill in the art would have been unable to make and use the claimed carriers for the utility 
disclosed. Applicant has asserted in previous arguments (supported by the declaration) that a 
special means of immobilizing the cardiolipin to the solid carrier is required to prevent the 
cardiolipin from being solubilized under conditions which are required for the protein antigens. 
However, the method disclosed in the specification to create the test strips used precisely the 
conditions applicant has asserted will not work. An ethanolic solution of cardiolipin was dripped 
onto a test strip. The strip was subsequently treated with a solution containing 0.383% TWEEN 
20, which is far greater than the 0.05% solution applicant has shown to solubilize the cardiolipin 
and prevent the strip from working. Applicant's entire declaration is directed to the idea that the 
correct method of immobilizing the cardiolipin is required and the correct concentration of 
detergent is required to allow the strip to function. However, the results shown in the figures of 
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the specification and the direction given in the specification are at odds with what is taught in 
applicant's declaration. Therefore, there is no indication of how to properly make and use the 
instantly claimed carrier. 


Conclusion 

No claim is allowed. 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Brian J. Gangle whose telephone number is (571)272-1 181. The 
examiner can normally be reached on M-F 7-3:30. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Robert Mondesi can be reached on 571-272-0956. The fax phone number for the 
organization where this application or proceeding is assigned is 571-273-8300. 

Information regarding the status of an application may be obtained from the Patent 
Application Information Retrieval (PAIR) system. Status information for published applications 
may be obtained from either Private PAIR or Public PAIR. Status information for unpublished 
applications is available through Private PAIR only. For more information about the PAIR 
system, see http://pair-direct.uspto.gov. Should you have questions on access to the Private PAIR 
system, contact the Electronic Business Center (EBC) at 866-217-9197 (toll-free). If you would 
like assistance from a USPTO Customer Service Representative or access to the automated 
information system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000. 

/Brian J Gangle/ 
Examiner, Art Unit 1645 


/Robert B Mondesi/ 

Supervisory Patent Examiner, Art Unit 1645 


